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mm 



[ff#3l6] WJrfla^rV— eriawM^ (l) : 

lit i ] 




c i ) 



mtE# 2000-3110771 



11-311257 



yjv^-jvmt. )v#>m&xm&iz tix ^x =fe> «t v^igifc 2—4 ©<g*&y;i/ 

fsci~4(Z)<ggtr;i/^>a/«, /\u>f>m** y&m&. &tm& i ~4 <Dm.mr)vn 

j % frtf>m^xm&-£ tix v>t% «fc ^ss^-n^mm* )V7$2/mx*T i/Mt 
$4xfcr^ ;i, jjfri&ymmxn^frx^x^&^mmmi-inm&Tfr 



2 
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1 3u* 2 izmmv^mxitmrnm. 

[»*^7] fe*l®^*^ (1) : 

[ft 2] 



H R 1 




(1) 



<D{&MTJ\s*fJ\'TS. ;i, *;i/^>^»T*g^^4xTV>T=fo«i:V^^7~l 0 

z titers, sm. A;l/^>^aT*e^$tlTv^T ; bi:v^/\^^^§^x;^3^^>^ 

TJi^r urn jvtf y mmxmm 2 ti t v * x % £ v ^itgr 2-4 7 ;i/ 

7^;s, «SlcnTvxT%j;vN^fitS[i~4<z)<saT;i/=¥;i/T^ 
STtt s tiT r *> <fc v^mis: 1 ~ 4 ©{g^fliJK^ t e/;wb £ tl £ 7 ^ ^ « 
^j;i/^>^^i?ggl$tiTv>T : fo ^^^u^mMJifttfyMxri/jvit 



mi£#2 0 0 0- 3110771 



#3* 11 — 311257 



£4%£T ^ ;i, ^;^7K>MST*SmStlTV^T : foJ:V^^|5tl~4(Z)^gmT;V 
tl T V ^ X % J: V * ^ D 5f § 9 * /I/ * > m X * ft - M t £ tl 7 ^ ^ « * t=- 

xi*7K^M^> i£iSifU~4<D{gj&7;i/*;i/*. ^iSi ~4 <E>{£SR7;m3f 



r 1 ity^m^. ^;i/jj?>^s^ssisnTv%T : fo<fc^^tfi[i~4 
nx^x^£^mmwti~4<Di&t&Tjvjsyx;vftymxx)}sft—Mtzftfc7 




( i ) 



4 
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T- x ft* -Mtz titers. ^;i/^>@?s-essistifc^^i— 4<z><6$s 
mT*U&it tix v^T % A v^mgc 1-4 <z><£&flgfl£^T-7 *l&7 ^ 7 * 

[0 0 0 1] 
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[0 0 0 2] 

rtie>©0iia^^'fb$tl^(£itmUi}<^>^^M (l°w density lipoprotein; L 

dl) zmfflizMy% i tiZ.£.iz& 3U^fn-;i/x^fM!!)ii5:fii^ 
^IBflgi:^litiSSgilglc^l:-rS3^^3E^M#^i:#^-?>tiTVNS (Ross R 
.Nature 362, 801, 1993) „ %^ciM|gi^ T^BIS^jfil^miSMJ^ H H % iCflgJ&r 
(fatty streak) £7§£f&b, #*HM©*BMWC «fc »J =!ptl$M/&#3i*T U 

[0 0 0 3] 

$Jt-£^r!l##<£g££*lTV^ 0 Mx-li, •J^rtT.ZI-l/ (Plavastatin)^© 
3 -H KU^r^- 3 U;i/=iai>if^AA (HMG-CoA) Mt^ 
mm* 2> - 1 J; y n l^x^n -;i/©£^J&£Mrr£^S!I#/A < » v* e» 

V*<&„ 
[0 0 0 4] 

„ ^D7^7-h (Clofibrate) ^©jfil^W U 2/ rt?ttWlZ&m*:&&* 
MM. —U^ — JV (Nicom l)^n l^X^^ ^ > (Colestyramine)^Ozi l/X-r O 
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[0 0 0 5] 

, J»W<Djffi|«^CJ£<#^EbTV^*■feU>^ , ^•7 1 T--•^©l■^•eafe« (Mast Cel 
1 Proteases in Immunology and Biology; Caughey, G.H., Ed; Marcel Dekker, 
Inc.: New York, 1995)„ is> I fr*>7>i?yt^2/i/2/ 

i i>\<z>SEjfi(c£ v^t. 7 y i/*T>t/ yWtWkmmiz j; e> v w#-r s 

[0 0 0 6] 

T>isyil (Angll) ^JEftJSttJ^SA&ttfewi: (M.Ihara, et al. f Hyperte 
nsion 32, 514-20, 1998) ^ 1^3 6 >r B^^-^ft^- )\/<D-XWs 

MKlS^Tir ^-1?©mRNA3831#*tinbTV*.&;i i: (S.Takai, et al., FEB 
S Lett 412, 86-90, 1997) tlT V>£ . 

[0 0 0 7] 

#7tfc54xT V^S (Mast Cell Proteases in Immunology and Biology; Caughey, 
G.H., Ed; Marcel Dekker, Inc.: New York, 1995) c r*l *b©K&j5j:g&/?TJI& bTf 
IzmWin^lt. 7ru-J*j&mK&»&J&L&}fc*^-l£<DV&&&&&+&%<D<D 

[0 0 0 8] 

V-ifRBS&Ii: LTli, M>U£, (Protease Inhibitors; Barrett et 

al., Eds; Elssevier Science B.V.: Amsterdam, 1996)"T?j^$*lT V*<&flS#-y-3r 
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9 3 -2 5 5 7 4#^#, Proc. Natl. Acad. Sci. USA, 1995, 92, 6738) , a 

, a-^yjvytn- e-Tbnmmtb (#if9-i 24 6 9 i^i) bu^ 

Zf^ KlfiSSU (WO 9 3-0 3 6 2 5 #<k$g) , V >mM$$ifc (Oleksyszyn et 
al., Biochemistry 30 , 485, 1991), Izf?- K^HS^SH t. It, h'j7MD^ 
^)VT b ymmft (WO 96-33974 10-53579 
#) , Tth75 Kf§#tt (Wl 0-7 6 6 
[0 0 0 9] 

4#B8^ 10-53579 -%'Am> f&msp- 11-246437 WO 9 9 

-4 1 27 7 ^&m. WO 98-18794 W096-39373 

m) , Fttifissofc it, h vy&ymmi* mm^s- 2 0 8 6 5 4 

#i¥l 0-24 5 3 84#^i) , 7i7 - (#H§ 
3*10-87567 #£;#) , -fe 7x^g#ft (#H§¥ 10-87493 

) , 4 vnr*w~-frnm#> (#n« 11-1479 ^#) , 4 ^ #vu z?> 

mUfo (WO 9 6-04 24 8-^^) , tl#> b^yMmfc (#§§^9-3 1 

0 6 1 *§-&m) , *ci-\/v >nmfa (wo 97-11941 -^#) 

[0 0 10] 

-^AT?«»Sn«»JIIR©flMHtt«P»<» i E5 £ /I/«:#aiiL. n< r ^ ic^- 
[0011] 



KIE^ 2000-3110771 



#5£ 11 — 311257 



[0 0 12] 

[»93©llifi©^*] 

j&mffi&vum^ mm&.mm&it& &m&mkfiL'g& r^u-^mmm 

[0 0 13] 

5£t&I©'fb'&ttK Mill (Protease Inhibitors; Barrett et al., Eds; 

Elssevier Science B.V.: Amsterdam, 1996) Xm£ tlX V > {6:$^ 3r V — iflSW 
Ktlfii: LT^^tlT^S a ->T hWtmmfc (WO 9 3-25 
5 7 4§^i, Proc. Natl. Acad. Sci. USA, 1995, 92, 6738) „ a, *-V7 
)\,*U-&-T Vmmft M¥9-l 2 4 6 9 h 'J KtSW 

(WO 9 3-0 3 6 2 5#£^) , U (Oleksyszyn et al., Bioch 

emistry 30, 485, 1991), 
[0014] 



9 
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^•f^^mmmMtLx. hU7^n^f^h>itft (W096-33 
974 ^&m. 10-53579 #^#) , 7tb7? Fnmfa (#im¥ 

1 0- 7 6 6 1 10-53579 1 1 -2 4 6 4 

3 7 H§-;&38, WO 9 9-4 1 2 7 7#&$L WO 98-18794 WO 
96-39373 , Kttlflt It, h 'J7^>f## (# 

H§5£ 8-208654 # 10-245384 ^£g) , 7i/-il/ 

(#I3¥1 0-8 7 5 6 7^M) , -fe^oiAil^ 
0- 8 74 9 3 #&?g) , y*^-9-!/-^/St*# (4#H&¥ 1 1 - 1 4 7 9 #4* 
#) , -f^^^/'J^Viift (WO 9 6-04 24 8 -^^#) , H^>h>f>^ 
(4#H^9 -3 10 6 1#£^) , (WO 9 7-1194 

5£ (I) : 
[0 0 15] 



[0 0 16] 

<z><£&y;i/3f;i/7^ ^;i/^>^ST'g«l$tiTVNT : b<i:v^^7~ 1 o 



[ft 4] 




( l ) 



1 o 



miE# 2000-3110771 
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T)V3c)vm$Lr~i±*i)\'tfym£T'n&t$ tix ^x % <k v^utgc 2—4 ®(s^t;i/ 

[0 0 17] 

/ s. u&2tix^x%£^mmm.i~4:(Di&mT)v3r)VT$. ;m 
mxm&t* nx <t v^itgc i ~ 4 <D&mffiffiwix t t/Mt stifcT^i 

£*lfc7^ ^;i/JK>^ST*S^$tbTV>T ; fei:V^^tS[l ~4©<g^T;b 

jtjy?s)vftyWLXx>vfc—Mk£tifeT$ ijjvtfz/m&xm&Zfrx^x 
nx v ^ r =fc> J; v * □ fSi^ ;i/ * x ;i/ * — ;Wt £ ti £. y ^ J m * £. ft # 

[0 0 18] 

— as^s (i) ic^r^A-e^ti^y y -^mont. L^mt. urn 

[0 0 19] 

R 1 -e^StlS^;l/^>mST*S^$^lTV^T : b<^:V^^iS:l ~4(D®i7^ 



mWtn 2000-3110771 



11—311257 

y^^^A/YK Jmomt. Lv%Mi:UT«, ^^l/T^S, x^;i/T^^S, 
[0 0 2 0] 

-j* ^ g ^ T *, ^ f fc $ ^ £. y ^ ^ ^ & £ # ;I/ jj* y g£ g g| £ ^ T ^ T ^ j- v x ^ 

7^;i, A;i/3K^ri/7*f U^T^^S, Hi ;i/T ^ J 
[0 0 2 1] 

R 1 ^?^$4^•^>^;l/IK>^ST'«^^IStlTv^T : bJ:v^^^l ~4 ©<E^r;i/ 
& <fc ^^M^fr-fcym-e^frfc—Mtz tifcy ^ y m& J; tf;27,n/3K>mST*M 



1 2 



mSE# 2000-31 10771 



11—311257 



zyxjv-fc— ;i/T^ jm. -ton/ft* */*yi£ y ?vt $ ;i, #;i/#3r^ 

[0 0 2 2] 

1 T?^Stis*;i/7K>^STfimstife^^2~4©<g^r;i/^ri/>S©«F* 

[0 0 2 3] 

R 2 SfcttR 3 7?^$tl-Sgm$*lTV>T ; fc«J:v^*fJtl~4©^T;i/^;i/ 

;i/«^©S:^<z)7;i/3f;]^ fccfctf-f y sec-^i, fcitf 
t -y^;i/S^©^(Z)TA^r;i/*A^^^ti, ^iHifci ~4 (D&myjvirftm 

o R 2 jfcfcteR 3 7?^StiS/Nn^>M^^* bv^£ ITS, 7yi, i&fH 

[0 0 2 4] 

R 2 jfcfcteR 3 T^$ti^^*i5tl~4©<g^T;i/=i^^^©^3F*bv^i:L 

R 2 £fc«:R 3 ^$4^^g^$4^TV^T : bcfcv^^fS[l~4©<£^T;l/=^^;^ 

gSIS©^* L/^Mi:LTli. 79*, **fc'£f<zmny>fi(^ 

> ^IS[l~4(^(£^T;Va^r>>S^^^M^Stl-& 0 
[0 0 2 5] 



1 3 
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11 — 311257 

? y m*. mmm 1 ~ 4 <oi&mrjv n*rism& z^m* $ *i & „ 

[0 0 2 6] 

R 2 ££«:R 3 -e^$tlS^;l/I^<>^«T'«il$tlTV^T%J:V^^gtl~4 

/biff 7 $//Wb $ tifc 7 ^ j m& <fc jK >i«t-ti $ 4xT v % 

[0 0 2 7] 

>iisttsi$ tiT v%r =b <i: u Hsmn^frfc xjifc-frit £ nt=. 7 

^n;t>x^-;i/7ua, ^>f>^*-;v7<;a, ^-^^u 
>^;i/^-;i/T^ ^S, try s»*;i/3fc:=7i/7s yts, trn-;i/^.;i/jj>^;i/T^ 
A^^^^>^l/*-;i/7^I. ^j;i/^^S/3i^>^;i/3iNn;i/r^ 

[0 0 2 8] 



1 4 



ffifE$# 2000-3110771 



#5p 11-311257 

[0 0 2 9] 

x-v^ti^mmWLi ~4 ©<ft«y;i/3f;i/S©$eF* L^#I£ bttt, 

5. 
[0 0 3 0] 

(1) T*3*i«^r^l/y MAH J^TlCj^i^&j 

(A) ££l± (B) ^ot^tSIfc^T'tS. 
[0 0 3 1] 

(a) 

* (2) 



1 5 



ffiiE#2 000-3110771 



[ft 5] 
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O = C = N — S 



O 




(2) 



[0 0 3 2] 

1 R 2 * fcHSMST^M2*lT^T%J^R 2 £j^U R 3 ' 

•£&^£*iT^T*>J;^R 3 £j^U R 1 % R 2 £J:tfR 3 it BtffB £ H C *> CD £ 

5£ (3) 
[0 0 3 3] 



^T) T?*SnST>h9-^/iW8*ftS, M^.M¥6- 1 9 9 8 3 9^ 

5* (4) 
[0 0 3 4] 



[ft 6] 




COjH 



(3) 



ffllE# 2 0 0 0-3 1 



4f 3p 11 — 311257 

[ft 7] 




(4) 



C 0 2 H R3- 



[0 0 3 5] 

(5£cf^A, R 1 * „ R 2 * . R 3 ' ^J;t^X' ttt&Iii: |^ Dfc© Sr^) T? 

, R 1 , R 2 , R 3 *fettX©ff«I&R«lLt^t6. *£jSJCi3V*T, 

R 1 , R 2 £tU±R 3 *\ tKndfi/;i/S, y**fctt*;i/^>^*S:^tf 
a6«r^-r»-&, R 1 , R 2 *fcttR 3 lii^nicj^CT^>^Vi/>r^rS/*;V3K— ;i/ 
t -^h3r ^<>« 7'JM, t -^/H£fc£<zMS 
aStfiMSntv^tiv^. X ft T 3 & 

[0 0 3 6] 

HF0 2 6 9 141 ^-^M»{ciB*<z)^^ic<fc y> *fj&-rs;*;i/*>7 s \?mm 

So 

[0 0 3 7] 



miE#2 000-3110771 
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5-9UUT> h7-;i/S, 4 -H Fn^rS/T:/ b^r^l/^^jg^SZL^tfT- 
[0 0 3 8] 

5£ (4) i/Tiito^^tyj ^fcgf^-frs^ 

£M^T, - 5 OTC—5 OXXDUm-Z. b < tt- 2 0 ^—^-efT? 3 £tfi 

;i/*;v^^>r5 f (dcc) , &&x*mm*iKi£v>( k bik&m, m^mm^^) 

[0 0 3 9] 
-£J&& (B) 



5* (5) 



[ft 8] 




* (6) 



[0 0 4 0] 



1 8 



t&SE4# 2000-3110771 
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[ft 9] 




0 P h 



(6) 



[0 0 4 1] 

;i/^fl^#£, fflXiZl, 8-*?74f\Zi/9U C5, 4, 0] - 7 - ? cy^ir > 
(gTDBUt»5t) SrMv%T$i-^$-&T, 
5£ (7) 
[0 0 4 2] 
[ftlO] 



[0 0 4 3] 

g|A. R 1 ' „ R 2 ' , R 3 ' , R 4 fcJctfX' ft B«IB £ £ % © £ 

at-T) T>«/* y T*iD7K^, &£v^i*i^fc#&Hc<J:oT. ^ (4) ~?m 

i&MJCJ&C. R 1 . R 2 , R 3 fe«fctfXO^iS5:MIt53i: 
lC<fc U^t53i:^T^5 0 *MJC5lCi3V>T. R 1 , R 2 *^ttR 3 UK 




1 9 
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if©|g*ISTflftfll $ tiT v> T ^ <fc v>„ 

[0 0 4 4] 

^ F, 2 —7 ^ j s<y-\£y z>)i-foyT f, 3 -y ^ y ^ 
>€>7^>T5 F\ 4 -y^ «/ y^jv&yr^ F> (±) -2- (4 

-y s. J ^;i/zh— g&^, 3 -^o^^^-^ri/^;!/^^^^ ^ y -4 
-^a n^>if>^;i//jN>r^ h\ 4 */:&/i/aK:=. ;by 5 y - 3 - 

9uw<yi£y7s?ijfry7$ F, 4 -y ^ y - 3 , 5-i;^nn^>-if>x^ 
>y ^ F, 3 -K>^;i/^-^r$/^;i/^-;i/T^ y - 4 

y^ f, 

[0 0 4 5] 

4 - t -:/h3f >K— 3 - 1 Fn=ap S/'Oif >^;I//Jn>t $ F. 3 - 

;i/T^ / - 4 - 1 - ^h^r^^;p>K— ;u^>if 
>y ^ F\ 4 - t --^b^iy^J^—JV- 3 - 1: Fn dp^/^>if >x;i/^>T ^ 
F, 3 - 1 -^f^^t!j;i/^— ;v-4 -t Fn^s/'Oif >x;i/^>r$ F, 3 

-T-fe^^ F-4 F^e/^<>-fe*>x;i/3jN>T^ F, 3- (3-7^^ 
;i/T^ VJVm t -zf^JV^^JV, 7-4-^ h 3f :> K 

>if>x;v^>r^ F> 

[0 0 4 6] 

4 F=*f s/- 3 -*?-;vx;]sft=.;]s7$ J^yM yxfrftyy^ F, 3 
^/^i/-4-t KDdri/-2-t7^l/>^;i/*>7$ F. 4 — 'O^sTSf 
islj)]/tf—)l/7$ J - 3 - t F^ri/^;i/^n^^<>if F. ( 

±) - 3 - t --7b*risi}>]stf—)l- 2 -**cV- 1 H, 3 H-^p;'J>-7- 

x;ni>>y^F> (±) -2-t-^h^r$/^;i//K-;i/-3-^-=ary-i, 4- 



miE# 2000-3110771 



11—311257 



[0 0 4 7] 

, 4 -^an-2-N-7i; 3ri/3})i/tf—ji7> h?— Jvm^^-JV^ 4-9u 

U- 2 -N-^acy ^r$/^j;i/^n^/T> h^-^Slf^, 4 -?na~2-N 

-7i; ^r^*;i//J?^;i/r> /i/Bfc'O 2 — n — 73: y 

[0 0 4 8] 

5-^nn-2-N-7i;^^M^7> S^— ;i/^^>^;k 4 

2-N-^ai/^ri/^;i/^-;i/T> h^ — ;i/^X^;i/, 4 h*ris-2-N- 
Z7 3i S *r J]/7Z/ h^—JVWtOVjh, A-\L Kn3f 2 - N~7x 

7^rS/^;i//K— ;i/T> Y^— ;vm*3-J\s. 4-tlKn^ri/-2-N-7aiy^f$/ 

[0 0 4 9] 

5£ (5) T*3&S*l*{fc-&4&£5£ (6) T*3t£*l&T> h ^— /HftSl^ftfc 
£-£irt5£ (7) T*^$tlS^;i/^n;b^ l/7ii*5:#5S^}±, #7*Dh> 

^^>^©7Nn>7*>^^^, &sv^i^*^;i/*;i,i*y * F^Srfl^T, -50 

TC~ 5 0TC©^^, L<«- 2 OIC—^&T*? e>Zlt:^T?^€> 0 * fe, 

[0 0 5 0] 



2 1 
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So 

[0 0 5 1] 

?A (0) ^©^^i/^AM^$:Mv^T=fT^ri:^T*^S. 
[0 0 5 2] 

5£ (1) tR 1 *^;i/JK>M^T*gg|StiTV^TtjJ:V^mt5Cl ~4CD<SMBg 
[0 0 5 3] 

5£ (1) T'R 1 *^;l/Ji<>MST*gg|$tlTV^T%<^:V^^i5[l ~4CD®t7 

jijjyx)]/ftymx*)\s-fc—Mk2tifcT$ 33JVtf>mMxn&£tix\<* 

x&z^^m^jvfoymxxjvTH—MtznfcTs. jm. 

a 

[0 0 5 4] 

1) ©ft-^ftS:l6K:^ift , tH5fcftK:fl|vxSii:#«'ef|S»fcLTtt, tfiLSft. J*ffc 



2 2 



ffi|E#2 00 0- 3110771 
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y^mm. mm. mm. vym<D&o&Mmmis&zf**y*fy&ym. ^yay 

\sjym, y-^jvm. m^m. mm. rvviym. ^^^.^ym. *y-ym<D 
&otemmm&mvft>nz>. 

[0 0 5 5] 

(1) 3te#?Sft*^AlCj:S^ 

(2) ft^Sffi&g&£fcfcm»C<J:oTi&tC^glU SJS£J|-f<5#& 

(3) JtlB (1) fcitf (2) 

[0 0 5 6] 

o 

[0 0 5 7] 

jSfl&J*A— ASffcy 1-10 0 Omg, *«Pi8#©»^tt, ^PK^CD^CD 1 



2 3 
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0#©l*~2#©ia&ig#-r*UiJ:V% o £*ie>©#^*tt, &m<D4ZB. S 

tt*s Jc <k »; m&w&+ z> r £ # «Tfg T- & £ 0 

[0 0 5 8] 

mx<D%}$kftmm'pA. wtftmmm. t^itt, ^$tis n 

[0 0 5 9] 
[0 0 6 0] 

z: ti e> ©HJfeMic s =fo cot? v> i a te-g- ^ * t? * v>„ 

[0 0 6 1] 

ggjgffill : 7-?PP-3- (3 -t: Kn^^lf:/;*,;!/*— -2, 4 ( 
1H, 3H) -*-}-*JV2/*?yt> (-fb^l) (D&tfc : 

■ctJsScjS (B ) lC^S£V\ 9 3 8mg (5. 4 2 mmol) <D 3 - tl KD 3f S"<>1£ >X 
;i/*;>T^ F£4 Oml©^- h^t Kn ^^>lC?§j^U 8 9 2 /d (5. 9 6 nm 

1) (D 1 , 8 \f.i/VU [5,4, 0] - 7 - (J^TDBU 

i") &lTlt 0 HJ&?£&^igT* 1 53Hf#Lfc^, 1. 6 6g (5. 4 2 mmol 

) ©4-^nn-2-N -^oi^^r$/^;i/^n;i/T> h^— Jvm^^-JV^iMK.X 
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[0 0 6 2] 

-^Da^*» t'SIbt 1. 23g (IR^5 9 %) (JD4 -^D D- 2 

- { [ (3-t Kn^rM>t*>7;|/*^75y) y = y } £S 

(M:H67^77^ PMR (8ppm, DMSO-dg) : 3.91(3H,s) 
, 7.02(1H,b), 7.09(lH,m), 7.34(lH,t), 7.57(2H,m), 7.89(lH,d), 8.38(lH,d) 
, 10.94(lH,s))£#£: o |AVt*C#g> tlfe 1 . 23g (3. 2mmol) <Z>*)\,&-)1, 
^l/T#£2 0ml©^^y-;i/lC^«¥L, 1 0ml©2N y^Wtiti- h U ?A2fc*§?£ 

[0 0 6 3] 

#£>*bfcffl£f&^& 5 Oml©^ h^fc KD75> (JgJTTHF £«&■#-) £?§fl¥L 
, MTT'4 3 4ig(2. 6 8mmol) ©CDI £;&Dx.. 3 0^«#bfe. 

-f - (IfS*:^/!/ : n-/\3r-tf>= 1:2) T*5|i§gLT 2 3 0 mg (Jfcsp 2 0 % : 2 
X*S) ttJR:*Rfe3BS, UL& : >20<TC , PMR ( 

8ppm, DMSO-dg) : 7.12(2H,s), 7.24(lH,d), 7.48(lH,t) , 7.58(2H,s), 7.85(1 
H,d), 10.28(lH,s), 11.63(lH,s). 
[0 0 6 4] 

: 3- (2 -y^ ^/Q-fe'>^;i/^-;i/) -7-gnn-2, 4 (ih 
, 3H) -jrf!/'J>^> Ut-&®12) (D^<f& : 

2. 7g (15. 7mmol) ©2 -T^ y ^<>1f>^;i/7jN>T^ Kfc4. 8g ( 
1 5. 7miDol) CD4-^nn-2-N — :7:ry3r£/;*7;i//J\.n;i/7:v b^—JVM* 
£|i«lCUT3. 2g (JR^5 8% : 3Ig) 
4£:fK : *Efej^J|, j|ft^:>200TC , PMR ( 5 ppm, DMSO-dg) : 6. 

46(2H,s), 6.65(lH,t), 6.81 (lH,d), 7.12(lH,s), 7.23(lH,d), 7.34(lH,t), 7. 
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76(lH,d), 7.86(lH,d). 
[0 0 6 5] 

m&WS : 7-^DD-3 - ( 2 - * )V*)Vfc-J]/T 5 7 ^>if >x;i//J>— ;i/ 
) -2, 4 (1H, 3H) -^tyy>^> (flS-£%?3) <P-£fifc : 

2 2ng (0. 0 6mmol) ©ft-^ 2 £ 2 0 0 n 1 OtfU S?>tC&jgU 11. 
6ntl (0. 1 5mmol) <D* * > U^J F*mT ifit- IftJt 

Mi^i?xf ;H-f^/^^Sftbt 1 6mg (0. 0 4nmol) <D 
Mmiki$m*ntz. B Bl£:>200TC (#«?) , PMR (8ppm, D 

MSO-dg) : 3.61(3H,s), 7.10(lH,d), 7.20(lH,d), 7.74(lH,d), 7.82-7.90(4H,m 
), 8.34(lH,d), 11.70(lH,s). 
[0 0 6 6] 

jg^M4 : 3- (4 -7 5 J s<yHy*JVfc— )V) - 7-?qp-2, 4 (1H 

, 3H) -*±WyV*y (-fb-^-%4) <D£;m : 

2. 7g (15. 7mmol) ©4 -75 J <<>1£yx;Vyfr>T$ K£4. 8e ( 
1 5. 7mmol) 0>4-?PP-2-N - 7 J *r Jltf—)V7 > h^—Jl/M* 
f^f>iI6i|l HmmiZVT 7. 9g (J|X$9 4%) 02- { [ (4-75 7 

^>f>^M-;i/75;) 75 7} - 4 - ^ n p^SSM;*^;!/ 

fcfifco M:IS&7^7 7^ PMR (Sppm, DMSO-dg) : 3.59(3H,s), 5. 
37(2H,s), 6.45(2H,d), 6.83(lH,dd), 7.41(2H,d), 7.81(lH,d), 8.66(lH,d), 9 
.64(lH,s). 
[0 0 6 7] 

f^V>T#e>tlfe 7. 9g (14. 8mmol) (DXJlfr—JVV U7#^"o|^$ltC b 
T4. 3g (IR^8 3%: 211) ©©Mft-&^£#fc 0 tt^ : M&%5&, »J& 
: >200*C (#8?) , PMR (Sppm, DMSO-dg) : 6.39(2H,s), 6.63(2H,d), 7.09 
(lH,s), 7.22(lH,d), 7.76(2H,d), 7.83(lH,d), 11.51 (lH,s). 
[0 0 6 8] 

gBtffJ5 : 3- (3 -7-? pp -2 
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, 4 (1H, 3H) V 2/ (ft-£%5) (D^rf& : 

•S-fiE^ (A ) iCt^VV 1 0 Oml©^E7KTHF IC3. 2 7g (11. 6mmol)cr»3 

^ 1. 9 8g (11. 5mmol) ©4 D DT> h^— ;i/g|S:Jn^.T^^7?2 
^F^^bfeo SJS^S:*7KT^^IbT. 1. 8 7g(ll. 5nunol) ©CDI 

2. Og (J&^4 0%) ©3 - (3 -7'J Jb**i/1lJUtf—fr**-Jl,'<>l£2/X 
jl-fc-jV) -1-9UU-Z, 4 (1H, 3H) — *:M/U Lfc. 
[0 0 6 9] 

»&tlfeJlteTy-n/#!fe 1 0 0»1©^K-THF (1:9) ig-£?£jCi§fl?LT 7 
0 0 ng© h U 7 xn;i/3}NX 7 >r > SriDi t„ R/S^£jt3fcLTKJ&^«£^iS 
7?fif£b, 700i»g©fb7^^ (h'J7i-^7>f>) (0) 

ft^fl/^UI^LTl. 4 7g (4St*8 1%) tt«: Jfe 

fiftj&:>2001C (4Hg) , PMR (8ppm, DMSO-dg) : 3.76(2H,s), 7.13 
(lH,s), 7.24(lH,d), 7.61-7.69(2H,m), 7.86(lH,d), 8.05(2H,s), 12.50(lH,br 
). 

[0 0 7 0] 

gmme : 3- (4 -jj)Vtf*ri/*^)Vs<yl£ y^jv^^/v) -1 -2UU-2. 
, 4 (1H, 3H) ~*1-)/V2/Vyt> (it&m 6 ) (D^?I& : 

1. 1 Og (3. 9 5nmol) ©4 -TU;i/^-#^^7^/3K~;i/^^;i/'0-^>X 
;i//Jx-;i/>f y ^y-f — hi:678mg(3. 9 5mmol) ©4— 9 UUTZ/ )l> 

Mfrh. mmms tmmizLx 6 5 7m g mm 3 8%) ©3 - 

$/^;i//j?-;i^/>c>-fe*>^;i/3jx^;i/) - 7-^nn-2, 4 (ih, 3H) -*-r 

109%53 8ng (1. 2 4mmol) ^6H«{C3 4 2mg©^ 
Mit^m (42*7 0%) : >20<TC (#8?) , PM 

R (5ppm, DMSO-dg) : 3.75(2H,s), 7.13(lH,s), 7.23(lH,d), 7.61-7. 69(2H,m 
), 7.86(lH,d), 8.05(2H,s), 12.07(2H,br) . 
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[0 0 7 1] 

§gjgff!l7 : (±) -2- {4- [ (7-?gp-2, 4 (1H, 3 H) —*^J 
V>-3-^r;i/) 7:n-;i/} (fb^#>7) : . 

1. 0 2g (3. 4 1mmol) 0) (±) -2- (4-7^^Ub7i^ 
) litert-^fcl. 0 4g (3. 4 1 mmo 1) ©4-^DD-2-N — 

g (IK$8 4%) ©2- [ ( {4- [1- (t -zTh^-t/^^-JV) 7u\£)\s 

] <yi£>7,;v&—;iT$. j) jjjvtf-ji) j ] 

;i/ (ffi^ : aSfeT^;!/^;*. PMR (Sppm, CDC1 3 ) : 0.89(3H,t), 1.38(9H, 
s), 1.69-1.76(lH,m), 2.03-2. 10(lH,m) , 3.42(lH,t), 3.94(3H,s), 7.04(lH,d) 
, 7.47(2H,d), 7.93(lH,d), 8.01(2H,d), 8.45(lH,br) , 11.04(lH,br)) 
^WT4. 3ml (8. 6 mmol) <D 2 N Tfc^ffc^ h V *J A V^T H3$llC#;i/3}?> 
WLl. 43g tU 463 mg (2. 8 6 mmol) ©CD I £fflV*T 9 7 0 mg (Jfc^ 7 
IX : 2X1) © (±) -2- {4- [ (7-^nn-2, 4 (1H, 3 H) - 

o 

[0 0 7 2] 

$ ^ic#e>tifcy^;i/3i^^;i/^$: 5mi©^^nn^^>ic^fi¥L, 5mi© h 

^^^5:^4© 31-5^ ;i/-e^^L/ 8 2 OmgCD^Sft-^fc^fc (JR^9 

6%) o : >200t: , PMR ( 8 ppm, DMSO-dg) : 

0.84(3H,t), 1.67-1.75 (lH,m) , 1.98-2. 05 (lH,m) , 3.62(lH,t), 7.11(lH,s), 7. 
24(lH,d), 7.61(2H,d), 7.86(lH,d), 8.13(2H,d), 11.62(lH,s). 
[0 0 7 3] 

gg3iff!f8: 3- (3-7^;-4-»PD/^€>^->«/) -7-^an- 
2, 4 (1H, 3H) ab^8) CP-a-EE: 

1. 0g (2. 9 3mmol) ©3-K>^;i/^-^ri/^;i/^~;i/T^ y -4 -^D 

u^yify^jv^yy ^ F£ 1 . 1 8g (2. 9 3mmoi) ©4 n n- 2 -n 
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LT1. 4 3g 7 8%) <D2- { [ ( 3 -'O 3ff-;b7 ^ 

(444* : Mr^7T7, PMR (appn, DMSO-dg 
) : 5.19(2H,s), 5.36(2H,s), 7.21 (lH,dd) , 7.34-7.48(10H,m) , 7.72-7. 76(2H, 
m), 7.97(lH,d), 8.25(lH,d), 8.30(lH,d), 9.53(lH,s), 10.30(lH,s)) 
[0 0 7 4] 

Z.<Do*>l. 3 8g (2. 2 Ommol) £ 5 0 mlCDTHF iZ&M U 2 0 0mgCr>/\° 
^^^A-^m (10%) £flnx. 7K^^TT*2^ram^L/fe 0 SJ^fc-fe^ 

fc B 5 0ml(Z)THF {C?§8?U *^T3 5 6«ig (2. 2 Ommol 

) ©cdi ^m^.> m&m i iimmizLT 5 6 omg (i&m6 6% : 2 Jim) o>wkm 

it^m^mr^ &R:M&t$&, Btj&:>200r; (#«?) , PMR (5ppm, DMSO- 
dg) : 6.00(2H,s), 7.12(lH,s), 7.26(2H,t), 7.48(lH,d), 7.66(lH,s), 7.86(1 
H,d), 11.76(lH,br). 
[0 0 7 5] 

§&tM9 : 3- (4-7^7-3, 5 - *? V D p > — )h) -7-g 

PD-2, 4 (1H, 3H) -^rtyy>^> OfE-£4&9) (PlIrJEfc: 

1. 06g (4. 4 Ommol) 0)4 ~7^ J - 3, 5-^nD^>f>^ 
>7^ F£ 1 . 34g (4. 4 Ommol) ©4 - $r □ U - 2 -N — "7x.J 
tf-)VT> h^-J]sm**frfr*>m&M 1 il^lCLT 9 0 5mg (JK3§4 4 %) 
©2- { [ (4-7^7-3, 5 -WUUKyify JVTS. J) jjJVtf 

t^j) -4-9uu&&mm**Ju {^:M^r=e;v7 7^. pmr 

(5ppm, DMSO-dg) : 3.87(3H,s), 6.59(2H,br), 7.22(lH,dd), 7.72(2H,s), 7. 
93(lfl,d), 8.24(lH,d), 10. 17(lH,s)) £#fc„ 
[0 0 7 6] 

^VAT#£*lfc9 0 5mg (2. Ommol) (D^JV^ — JV^ VTfofr (o W%&iZVT 
6 6 Omg (JR^8 2% : 2I§) <Z)^®ffc1^&£#fc 0 ft« : : 
>200TC (#«¥) , PMR (Sppm, DMSO-dg) : 6.80(2H,s), 7.12(lH,s), 7.24(1 
H,d), 7.86(lH,d), 7.92(2H,s), 11.63(lH,br) . 
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(3 - y ^ 7 - 4 - ^^-jv^y^y^jv^—jv) - 

-2, 4 (1H, 3H) -#^!/U>$;^-> (ft^ftl 0) ; 
9 6 Orag (3. 0 Ommol) © 3 VtoHr*? i/jj)l>tf—JVT $ J -4 

-fe" > X > T ^ Kt 1. 14g (3. 0 Ommol) tf>4 □ D - 2 -N 

LTl. 14 g OR* 6 2%) ©2- { [ (3 -/<>^^^^ri/^;i/^^;i/T^ 

/ -4 ;v<y )],T$ j} 1i /i/] T ^ y } -4-^nn 

3ficA#» / <>^/I/3l^<T--n/ (M:|fi7t;i/7 7^ PMR ( 8 ppm, DMSO-d g 
) : 2.30(3H,s), 5.17(2H,s), 5.36(2H,s), 7.20(lH,dd), 7.33-7.48(llH,m) , 7 
.63(lH,d), 7.97(lH,d), 8.11(lH,s), 8.25(lH,s), 9.27(lH,s), 10.30(lH,s), 
12.20(lH,br)) £#fc 0 
[0 0 7 8] 

ffi^Xmbftf-l. 14g (1. 8 7mmol) <D*}lft-Jl? \s7fofrt>mmz 
btl9 0ig(^2 7%:2Ii) ©*flHt-&4fc«:»fc. «^ : Wi 
*:>200X: (#8?) , PMR (5 ppm, DMS0-d g ) : 2.12(3H,s), 5.47(2H,s), 7. 
12(lH,s), 7.16-7.25(3H,m), 7.38(lH,s), 7.85(lH,d), 11.58(lH,s). 
[0 0 7 9] 

mMWl 1 : 3 - [ (3 -3j;V78*ri/*^;],T* j y^- ;iQ -7 
-frdP-2, 4 (1H, 3H) (>fb^#l 1) g>-£j& : 

1. 62g (5. 6 5mmol) ©3 -t ~zf h *risil Jbtf—A * f )\/7 $ J 'O 
-^>>^^5^>T^ Ft 1 . 73g (5. 6 5mmol) (7J)4— ^DD— 2— N -7i 

y 3f $/#;i/3tf-;i/y> ;i/&*^;i^£§gjg#f 7 tim^icbT 2 o 9mg (jr 

*9 % : 4Ig) ©MMt-&*>&#fc. : ttj& : >20<rC (#j§?) 

, PMR (8 ppm, DMSO-dg) : 3.86(2H,s), 6.88(lH,s), 7.12(lfl,s), 7.24(1H, 
d), 7.30-7.38(3H,m) , 7.86(lH,d), 11.61(lH,br). 
[0 0 8 0] 

jgj&ffifi 2 : 3 - (3 -r* Ss<yHyxjvfo—;v) -7-?an-2, 4 (l 

H, 3H) -3r-J-!/U (fc-gfifel 1 2 ) (Dt}& : 



[0 0 7 7] 
fij&fif 10:3- 
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3. 5g (12. 9mmol) ©3 - t h^t/ij )]/^~;]/T ^ S 
d>>7$Ki:3. 9g (12. 8mmol) ©4 -?UU- 2 -N -7i; *risi])V 
&—JUT>h^-)Um*^Kfrt>m&M7£m&lZLT2. 2g (JRsf&4 9%: 
4Ig) ©«»ffr&4&&#fc. »j& : >200r (#8?) , PMR 

(5ppm, DMSO-dg) : 5.72(2H,s), 6.87(lH,d), 7.12(lH,s), 7.23-7.27(2H,m) , 

7.33(lH,s), 7.86(lH,d), 11.61(lH,s). 

[0 0 8 1] 

^1 3 : 2- (3 - [ (7-^np-2, 4 (1H, 3H) -^l/V>iy 
m 1 3 ) (Dtt& : 

10 0mg(0. 2 8mmol) (Dit^m 1 2 £ 5ml(Z>THF IC?§§?U 1 0 0 mg ( 1 
. Onmol) ©«7fcn/A^m^:i0^T3^^in|^^Lfc o MJ&?£ £*8JEETmai L 
T^^flfcffl^^^^lf^ai^^-^ai^^ai-^^-eM^fcLr 1 2 Omg (JR 
^9 6%) (DUmit&mitnt^. tt#:*Sfi|gB, ®L& : 187-188 *C, PMR ( 
Sppm, DMSO-dg) : 2.54(2H,d), 2.59(2H,d), 7.12(lH,s), 7.24(lH,d), 7.59(1 
H,t), 7.80(lH,d), 7.86(lH,d), 7.96(lH,d), 8.41 (lH,s), 10.40(lH,s), 11.63 
(lH,br), 12.10(lH,br). 
[0 0 8 2] 

m&ffll 4:3-{3-[(7--gPO-2. 4 ( 1 H, 3H) V > is 

3 JV) 7x1^} 7?U;i/gfe (flS-£#?14) g>-£fft : 

1. 5 4g (5. 4 4mmol) O) 3 - ( 3 - 7 ^ J XA/fc — Jl) "7 9 V 

;i/fg t -•^'^■JV^^^JVil 1 . 6 6g (5. 4 4mmol) ©4 -^Dn-2-N 

8g (JR^ 8 1%) <D2- ( { [3- (3-t-7*b^ri/-3-t^y-l-^ 
n^-;i^) ^>if>x;i/^n;i/7^ y ] ^;i/3jf-;i/} 7^7) -4-*nn£J& 
#^^5^^ (M:^?^;!/??^, PMR (6ppm, CDClg) : 1.53(9H,s), 
3.95(3H,s), 6.46(lH,d), 7.05(lH,d), 7.55(1H,b), 7.57(lH,d), 7.72(lH,m), 
7.93(lH,m), 8.04(lH,m), 8.27(lH,s) , 8.46(lH,d), 11.05(lH,br)) £#fc o 

[0 0 8 3] 
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^T#£:ftfc2. 18g (4. 4mmol) (DXJVfc-As? l/T#;fr P> M^llC L 
T6 9 8ig 0K^3 7% : 3I@) O^Sfb^Sr^fec : WiM 

: >200*C (ftM) , PMR (5ppm, DMSO-dg) : 6.65(lH,d), 7.12(lH,s), 7.25 
(lH,d), 7.69(lH,d), 7.72(lH,t), 7.87(lH,d), 8.12(2H,q), 8.37(lH,s) , 11.6 
4(lH,s). 
[0 0 8 4] 

m&Ml 5 : 4- [ (7-?DD-2, 4 (1H, 3 H) 
3--f;i/) *JVfc—JV] (ft^»15) <D&m: 

1. 0g (3. 6 6mmol) ©4 -t h*ri/3l )Vtf— JV- 3 - Kn^f*/^ 
>H>*Jl/fr2/7$ K£ 1 . 1 2g (3. 6 6mmol) ©4 -9 U U - 2 -N — Z7 

3Lj*i/%)\,&—)\srzsv : 7—)\'m*?-n'frt>m3&M r i t.mmz.\sT 1. 1 9 g 

(jfcif§i 00%) ©2 - { [ (4 - t 3 - a Kn^ps/^ 

MiifeT^^?^, PMR (5ppm, DMSO-dg) : 1.57(9H,s), 3.87(3H,s) 
, 7.14(lH,d), 7.40-7.45(2H,m), 7.85(lH,d), 7.92(lH,d), 8.32(lH,d), 10.13 
(lH,s), 10.82(lH,s))£#fc o 
[0 0 8 5] 

^V^T#«D*lfcl. 78g (3. 6 6maol) (D^fl/fc—)]/? ^T#J^e>MltC 
LT3 7 Omg mm 2 5% : 3 X5g) ffl^ft^^ffc ft^ : MfeMJIt, Sfe 
j& : >2001C , PMR (Sppm, DMSO-dg) : 7.13(lH,s), 7.26(lH,d), 7. 

69(lH,d), 7.87(lH,d), 8.01(lH,d), 11.67(lH,s). 
[0 0 8 6] 

m&Ml 6 : 4- [ (7-^DP-2, 4 (1H, 3 H) -jrfV'J>^- 

3->f;i/) x;i/^c-;i/] wt-jvm t j h v ? Cit&mi 6) ©-£1%: 

5 Omg (0. 1 3mmol) ©-ffc-g^ 1 5 1 ml©THF KMILT 126/»1(D 
IN *®Hfc-^MJ ?A*^?££?gTbfco *§M#^-lCfcofcz:i:&5iIgLT3 
0al©*£j&!J;i, H^ilT7 ; E;i/77^0iIft^5 2 mg£5£:i;|®lC# 
fc= MiUfiT^l/??^, PMR (8ppm, CD 3 0D) : 7.11(lH,s), 7.19(1H, 
d), 7.58(lH,d), 7.63(lH,s), 7.92(lH,d), 8.03(lH,d). 
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[0 0 8 7] 

jgjtffjl 7:4 - [ (7-»i3P-2, 4 (1H, 3H) - 3^711 - 

3->r;i/) *;i/fr-/i/] r> h ^— gb-a-^i 7) <d^&, ■. 

2. 84g (6. 9 9wiol)(D3-'<yp;i#3ri/ij)] / tf—)] / 7S.J-4-t 
-^h^-Z/iJJVtf—n/Ky-gy^JVTfryr* \?£:2. 6 7g (6. 9 9maol) <D 

e>^M8 nmmzLT 3. 74 g (jr^7 7%) ©2- { c (3 

) a/nKx/i/] - 4 - * n u^mm^ypjvai^jv (ft** : 

Wr^, PMR (Sppm, DMS0-d 6 ) : 1.54(9H,s), 5.19(2H,s), 5.34(2H,s) 
, 7.05(1B,b), 7.34-7.58(10H,m), 7.60(lH,d), 7.90(lH,d), 7.98(lH,d), 8.50 
(lH,br), 8.62(lH,s), 10.00(lH,br) , 10.41 (lH,s)) 
[0 0 8 8] 

S^V\T#£*l£ 3. 74g (5. 3 9mmol) (D^Jlfr—JW U7ifcfrt>m&lZ 
L,X 6 9 Ong (IR^3 0% : 2Ii) 04- [ (7-^nn-2, 4 (1H, 3 

^-r^fcu zftzm&cnm.zfT-jvitfcifcznteo z.mz j: 5 0 3mg(itx^ 

8 4%) 0^g{blN&>£:#fco : >200TC , PMR 

(5ppm, DMSQ-dg) : 7.14(lH,s), 7.18(lH,d), 7.25(lH,d), 7.59(lH,s), 7.87 

(lH,d), 7.89(lH,d), 11.62(lH,s). 
[0 0 8 9] 

ggjtffll 8:4 - [(7-^qn-2, 4 (1H, 3H) 

3 — y > h ^ythu^A^ (jfr^fti 8) 

5 Omg (0. 1 3mmol) (Dit^m 1 7 1 ml(E>THF IC^^LT 1 2 6 a 1 CO 

in *M;-*-h y ^A*M?:iTbfe„ M^-(c&ofer^%5l^tt3 

feo ffi^:i67=E^77^, PMR (Sppm, DMSO-dg) :7. ll-7.22(3H,m) , 7. 
37(lH,s), 7.83(lH,d), 7.91 (lH,d). 
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[0 0 9 0] 

ggjgflll 9:3 - (4-fc KP^r->^>if>x;i/7tx_;i/) - 7-^qp-2, 4 
(1H, 3H) -3r±\ryyjs*y (it&m 1 9 ) (£>-pfiE : 
1. 50g (7. 0 3mmol) ©4 -TU^^^i/^i/if^X;!/^— ;i/-f Vi/T 
•^-hill. 2g (7. 03miol) ©4-^Dn7>h7-M*^ll«l5i: 
HSfcCLTl. 5g (JtX^5 3%) 0D3- (4 -7 U ^^S/^lf VX^* — 

- 7 an- 2, 4 (ih, 3 h) -dp-j-yy >^^->S:#fe 0 r©e>*> 

5 0 0 mg ( 1 . 2 7 mmol) ^ £, l^&tC 4 0 5 mg^S-fb^^ (Jfc^ 9 0%) S:^ 
fc„ Sfe^:>200lC (#8?) , PMR ( 5 ppm, DMSO-dg) : 6.98 

(2H,d), 7.11(lH,s), 7.23(lH,d), 7.85(lH,d), 8.00(2H,d), 11.25(lH,br) . 
[0 0 9 1] 

W&mZ 0 : 4 - [ (2, 4 (1H, 3H) -^rtyj >i?t>~ 3 - >f X 
_ ;b] U (ft-£4fr 2 0 ) (Dtrfc ; 

6 1 8ig (2. 2 6 mmol) ©4 — t ~Z? h^ri/it] JVtf—JV- 3 — H KO^ri/^ 
>1f >>Wl//ft>7 5. K£ 6 1 3mg (2. 2 6 mmol) <£> 2 — N - Z7 J 
-^7>h7-»f^rMf)Ml 7tl^«llCbT7 9 2mg (jftsfS 
7 8%) <D2- { [ (4 - t 3 - t FU* 

X, PMR (8 ppm, CDClg) : 1.60(9H,s), 3.97(3H,s), 7.09(lH,t), 7.49-7.5 
2(2H,m), 7.65(lH,d), 7.90(lH,d), 8.01(lH,dd), 8.33(lH,d), 10.98(lH,s) , 1 
1.18(lH,s)) 
[0 0 9 2] 

^T#£*lfc7 9 Omg (1. 7 5 mmol) tf)*;!/*— JVV UTfafr £>M$llC L 
T 1 0 Omg (JR^8% : 3Ii) : ft&JSfi, 0[j& : 

>200*C (#j§?) , PMR (8 ppm, DMSO-d g ) : 7. 13(lH,d) ,7. 22(lH,t) ,7.63-7.6 
9(3H,m) ,7.87(lH,d) ,8.01(lH,d) ,11.57(lH,s) . 
[0 0 9 3] 

1IM2 1:5- [ (7-^pq-2, 4 (1H, 3H) -*-}- % J V > - 
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3 2 0ng (1. 1 7mmol) ©3 - t - -J h 3f l/jjftiR — 4 - h: Kn3f S/^ 
>-fe">^.;i/4x>T ^ Kt4 4 7mg (1. l 7 mmol) ©4-^nn~2-N - 7 x. 

y 3rS/;&;i/3}?— ;i/T> S^— ;i/^^>^;i/x^-x;i/^e>|gjtMi 7 t. l^mitc tt 

6 1 log (JR^9 3%) ©2- { [ (3 -t -Zfh2risj]frj$—Jl- 4 - M KD 

(MiUfer^^T^ PMR (Sppm, CDC1 3 ) : 1.62(9H, 
s), 5.35(2H,s), 7.01-7.05(2H,m), 7.37-7.41 (5H,m) , 7.96(lH,d) , 8.10(lH,dd 
), 8.46-8.48(2H,m), 10.99(1H,s), 11.66(1H,s)) 
[0 0 9 4] 

Wt^Xftbtlfc. 6 1 1 mg ( l . 0 9 mmol) (D^Jl/jfr—JWl/'TfofrbmWZls 
X 1 1 4mg (JR^3 3% : 3Ig) ®^ISft1§r%£#fc= : lttj& 

: >200TC (^^) , PMR (Sppm, DMSO-dg) : 7.11(lH,s), 7.19(lH,d), 7.24 
(lH,d), 7.86(lH,d), 8.20(lH,d), 8.56(lH,s), 11.57(lH,s). 

[0 0 9 5] 

SgjtM2 2 ; 3- (3 ^ F~4 F 3r->^>-fe* fr—;i/) -7- 

?PP-2, 4 (1H, 3H ) -3r-M/U>S?;fr> (ffc-£%2 2) g)-£j& : 

5 0 Omg (2. 1 9 mmol) ©3 — T"fe # 5. K~4 h^rS/^>if>^;i/^x> 
7^F£83 6mg(2. 1 9 mmol) ®4-^nD-2-N -7i7 3f £/;ft;i/3tfzL 
;i/T> h^— ;i/^?K>i/;i/3iX^;i/^^^igM8 fcHfllJCUT 8 1 2ng (JR^ 7 
0 %) © 2 - { [ (3 -T-fe^;i/T^ y -4 h 3f ;i,7 * 

7^77^, PMR (Sppm, DMS0-d g ) : 2.12(3H,s), 3.93(3H,s), 5.36(2H, 
s), 7.20(lH,d), 7.24(lH,d), 7.36-7.48(5H,m) , 7.69(lH,d), 7.96(lH,d), 8.2 
4(lH,s), 8.67(lH,s), 9.39(lH,s), 10.25(lH,s), 12.11(lH,br)) 
[0 0 9 6] 

Wi^TUhfrtc 6 1 lmg (1. 0 9mmol) CD;*;]/* -Jl? m&lZ h 

X 2 5 Omg mm 3 9 % : 2Ii) ©«Hft^«S:#fe. tt^ : &<fe*Sili, ]Rj& 
: >200*C (#«?) , PMR (Sppm, DMS0-d g ) : 2.12(3H,s), 3.95(3H,s), 7.12 
(lH,s), 7.23(lH,d), 7.30(lH,d), 7.85(lH,d), 7.89(lH,d), 8.80(lH,s), 9.42 
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(lH.s), 11.59(lH,br). 
[0 0 9 7] 

m&W2 3 : 3 - (3-7^7-4-^ h 3r -71/ ) - 7 - Z U 
p-2, 4 (1H, 3H ) -ap^-yi; y^yt> (fclM^2 3) g>-£jE& : 

4 0 Omg ( 1 . 4 Ommol) © 3 - t - zf h 3f ;i/T ^ J - 4 - ;* h 3f 
S/^>1f>X;i*>7^ Kh 5 3 3ig (1. 4 Onmol) <Z>4-#DD-2-N - 

1X8 6 mg mm 16%: 4Ig) ©««ft-&*&#fc. : Rfcj& 

: >200*C (#fl?) , PMR ( 8 ppm, DMSO-dg) : 3.81(3H,s), 7.26-7.37(5H,m) , 
7.77(lH,s), 7.90(lH,d), 7.94(lH,d), 11.73(lH,s). 
[0 0 9 8] 

^M2 4 : 7-^pp-3-(4-;* h =fr i/- 3 - ^ ^i/;*;^— ;i/7 ^ J ^ 

;i/) -2, 4 (1H, 3H ) -^r-M/U (^%24) 

5 0 Omg (1. 8 9ramol) ©4 — * h3f$/— 3 - * f ;i/^^3}\- ;i/T ^ 
•&>X;ifc>T $ F£ 7 2 2mg ( 1 . 8 9mmol) 04-?nD-2-N -~7 zlJ 

;i7> h^—^m^yp^^^^i^^m^^stmUizvx 8 8 

8mg (Jfc§?§8 3%) <Z>2 - ( { [ (4 b3r£/- 3 - ;* — fls7 ^ J 

) ^>1f>^wb^— ;i/7 ^ 7] ^j;i/3j?-;i/} 7 ^ y ) -4-^nD^IfSf^> 
(14^ : M^7^)V77^> PMR (5ppm, DMSO-dg) : 2.12(3H, 
s), 3.93(3H,s), 5.36(2H,s), 7.20(lH,d), 7.24(lH,d), 7.36-7.48(5H,m) , 7.6 
9(lH,d), 7.96(lH,d), 8.24(lH,s), 8.67(lH,s), 9.39(lH,s), 10.25(lH,s), 12 
.ll(lH,br)) £#£ 0 
[0 0 9 9] 

M^T^tlfc 8 8 Omg ( 1 . 55mmol) (D7.)^—JVt? U7ft^ ^I^SIlC L 
T6 2 0mg (XR^85%: 2Ii) ©«Hffc#4fc£»fc. mk : ML& 
: >200"C (4HW) , PMR ( 8 ppm, DMSO-dg) : 3.04(3H,s), 3.94(3H,s), 7.11 
(lH.s), 7.23(lH,d), 7.34(lH,d), 7.86(lH,d), 7.99(lH,d), 8.10(lH,s). 
[0 10 0] 
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m&W2 5 : 4 - [ (7 - 9UU- 2, 4 (1 H, 3 H) - -J U > V*y - 
3 ->f A,) -l-bKP»'>-2-t7f;i/i (ft-S-%2 5) 

3 2 3«g(l. 0 Ommol) ©3 - t h3r£/;!j;i/3}?-;i/- 4 - tl K H ^ i> - 
l —i-yf. i/>x;i//J>>r^ K£3 8 lag (1. o Omnol) ©4 — — 2 — 

«ltCLT4 4 7ng (JR^7 3 %) ©4 - ( { [ {2 -<*l/ jt] A,tf=.JU 

2 - ^-7^ l/>^;i/dC>^t : i67€^77^ PM 
R (8ppm, DMSO-dg) : 1.66(9H,s), 5.34(3H,s), 6.98(lH,d), 7. 35-7. 48 (5H, is 
), 7.66(lH,m), 7.81(lH,m), 7.89(lH,d), 8.37(2H,a), 8.44(lH,s), 8.71 (lH,d 
), 10.02(lH,br), 12. 52(lH,br) 

[01 0 1 ] 

^VAT#e>tlfc4 4 5ng (0. 7 2mmol) (D^JV^s — J]/^ \s 7 {fcjfr t> MH&lZ L, 
X 5 6mg 8 % : 3I@) ©^®fl;<£#l£#fc 0 : M&^Hr, Bfcj& : 

>200'C , PMR (8ppm, DMSO-dg) : 7.08(lH,s), 7.20(lH,d), 7.63(1 

H,t), 7.77(lH,t), 7.84(lH,d), 8.42(lH,d), 8.51(lH,d), 8.75(lH,s), H.57( 
lH,s). 
[0 10 2] 

m&M2 6 : 5- [ (7-^pq-2, 4 (1H, 3H) - jrf!/'J>^>- 

3- >r;i/) y> h^_;v^ (ffc-£#f2 6) ©-grj% : 

8 3 4ng (2. 0 5mmol) ©4 - K> i/j]J\/78 — Ji/7 $ J - 3 -t - 

-fY^-i/i^)^— JWO-g >x;i//J>>T^ K£ 7 8 3mg (2. 0 5mmol) ©4 - 

^ n □ - 2 -n --7jlJ 3ri/jj)Vtf—)]/7y b^—Jvm^<yV;v^^'fAi^hm 

1 7 £H£!lCbT 1. 1 8 g 3%) ©2- { [ (4 

isjjjistf-jiy $ J - 3 - t -^h^-istuistf—ji^yH yxjvtis-jiy * y ) 
A/i/aK:^] 7^7} -4 -^nn^S§^>^;i/ai^^;i. (ft^ : m&r^ 

J\sZ7TX. PMR (8ppm, CDClg) : 1.56(9H,s), 5.22(2H,s), 5.37(2H,s), 7. 
04(lH,dd), 7.33-7.42(10H,m), 7.97(lH,d), 8.14(lH,d), 8.45(lH,d), 8.60(1H 
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,d), 8.65(lH,d), 11.01(lH,s), ll.ll(lH.s)) £#fc„ 
[0 10 3] 

^T#«b*l£: 1. 17g (1. 6 9«mol) <DX)Vfc—)Vy IsTfofrbmmZ 
LT4 0 4mg (JR$6 0%: 311) ©««ffc^»«:»fc. tt# : *H&*gS, HI 
j&:>2001C (#JS?) , PMR (5ppm, DMSO-dg) : 6.89(lH,d), 7.11(lH,s), 7. 
23(lH,d), 7.85(lH,d), 7.98(lH,d), 8.51(lH,s), 11.51(lH,s). 
[0 10 4] 

7 : 4- [ (7-* h3f£/-2, 4 (1H, 3 H) -3r^VU 

5 0 0 mg ( 1 . 2 3nmol) ©3 - /<> ^;i/^*^r ;i/T ^ 7 - 4 -t - 

zf h^ri/tDl/tf— Jl/<yHy?.)V7frZ/y* F£4 6 Omg (1. 2 2mmol) ©4- 

mmmi mmmicvx 1 5«g or* 3. i%: 4i@) ©tcsfl:i^&#fc 0 

tt^iM&MH, Sk&:>200'C (#8?) , PMR (8ppm, DMS0-d g ) : 3.82(3H, 
s), 6.58(lH,s), 6.80(lH,d), 7.16(lH,d), 7.56(lH,s), 7.80(lH,d), 7.90(1H, 
d), 11.49(lH,s). 
[0105] 

m&W2 8 : (±) - 7 - [ (7 -?UU- 2, 4 (1H, 3 H) -^l/U > 

^^->-3-^;i/) x;i//)>— -2 -t^py-iH, 3 H-=fr7 u 3 -a 

Ut&WZ 8) 0-gtJ&: 
4 0 Omg (1. 2 3mmol) © (±) - 3 - t - Zf b *r 2 ->T3f 

V-1H, 3 H-dpy ij >- 7 -x;i/3jx>T^ Kfc4 6 8ag (1. 23mmol)(Z> 

e>S?3tMl 7 ili^^lCbT 6 4 9mg (JR^ 8 6%) ©8- ( { [ (2 J], 

t^p 5 - ^ n n r - U ; ) ;fr/i/3K—/i/] y ^ y } - 
2->r^y-i, 2, 3, 4-fh7tFD-3-^;<J>*;i/)K>it-yf 
M^f^l/ : i^y^^??^ PMR (5ppm, CDClg) : 1.32(9H,s), 

3.18-3.30(2H,m), 3.54(lH,m), 5.35(2H,s), 6.85(lH,m), 7.00(1H ,m) , 7.35-7. 
39(5H,m), 7.87-7.96(3H,m), 8.47(lH,m) , 8.78(lH,br), 10. 92 (1H ,br)) 
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o 

[0 10 6] 

Wz^T^btllz. 6 4 Omg ( 1 . 0 4mmol) <D^)V^—)V^U7i^i^^m^iZL 
X 2 5 8mg (JR^5 5% : 311) ©«fflfl^»fc»fe. ft« : 
: >20<nC (&m) , PMR (5ppm, DMSO-dg) : 3.23-3.31 (2H,«) , 3.59(lH,t), 
7.07(lH,d), 7.12(lH,s), 7.25(lH,d), 7.86(lH,d) , 7.96(lH,d), 7.98(lH,d), 
10.84(lH,s), 11.60(lH,s). 
[0 10 7] 

m&M2 9: (±)-6-[(7-?DP-2,4 (1H, 3H) -^rtyy> 
3 -4 Jl) XJlfc— - 4 -^>^/^-^rjj-^>- 2 

«bl^2 9) : 
3 0 Ong (0. 91 mmol) © (±) - 2 - t h ^ri/jtjfrtf— JV— 3 -;fr3r 
y-1, 4-^>^/t^i;>-6-^;i/^>75 Ki:3 4 9mg (O. 9 1mmol 

) <z>4-?nn-2-N --?3Lj 3ris*i)Vtf=-)V7> h^— )vm^yp;v^^^- 

JlfrP>9&kWl T tmmzVT 4 1 7mg (JR^7 4%) ©5- ( { [ (2-^> 

) - 3 -t^rV - 3 , 4-ytKn-2H-l, 4 - *J 3pi*-^> - 2 - 
^f>^t -y^-^JlX^;!/ (14^ : H67^77X PMR ( 5 ppm, DMSO-d g 
) : 1.29(9H,s), 5.37(2H,s), 5.42(2H,s), 7. 19-7.26 (2H,m) , 7.37-7.57(7H,m) 
, 7.97(lH,d), 8.25(lB,d), 10.27(lH,s), 11.25(lH,s), 12.22(lH,br)) 

o 

[0 1 0 8] 

ttV^#e>*lfe4 1 7mg (0. 6 8mmol) V7fo-fr h M^K b 

T 1 0 Omg OUmS 2% : 3Ig) ©g»ffc-£#>$:^£ 0 tttf : MA 
: >200r (&m) , PMR (Sppm, DMSO-dg) : 5.47(lH,s), 7.11(lH,s), 7.24 
(lH,d), 7.29(lH,d), 7.76(lH,s), 7.78(lH,d), 7.86(lH,d), 11.25(lH,s), 11. 
62(lH,s). 
[0109] 

m&&]3 0 : 4- [ (7-H 4 (1H, 3 H) - *J V 2/ V * 
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6 2 Omg (1. 5 3mmol) ©3 -K>^;i/^-^ri/^7;i//K^;i/T ^ / -4 - t - 
^ h*rS/3l)ltf— /WO"£ >X;I//Jn>T^ K£ 5 5 Omg ( 1 . 5 1 mmol) ©4 ~ 

m Kn^ps/- 2 — n -y^j **/%?itf—)VTy h7-;H^>^^x^f^ 

JR ftj&:>2001C , PMR ( 8 ppm, DMSO-dg) : 6.48(lH,s) 

, 6.61(lH,d), 7.14(lH,d), 7.51(lH,s), 7.70(lH,d) , 7.90(lH,d), 10.80(lH,s 
), 11.39(lH,s). 
[0 110] 

gj§#>3 1 ;,4 - [ (7-ypp-2, 4 (1H, 3H) -jrtyj>^>- 

3-^r;i/) ;i/3 -2-n tf (fts-£%j3 1) 

8 4 Omg (1. 8 6mmol) (Dik&fyll 7 £ 8ml© 1 , 4 >K&ffiL, 
24 0ml (2. 7 9mnol) (DmtzfU^^-A^myiyf^^ 6 0"CT* — Hfejg 

iiUT4- [ (7-#nn-2, 4 (1H, 3H) -^!/U>S? 

3 ->f ;v) ;*;v*~;i/| -2-N -^o tf^-^;i/y > h^—JVMt —f=f- 
^x^fiboii^i: bfc„ #e>*ifcffl£/at4&& 3 mi© h u ^;v^-n»m*> 

^/Wlt4 0 Omg (JR^4 8% : 211) ©SlS-ffc^ £#feo : ^ 

2£H, tt/SU^OOTC (ftM) , PMR (8 ppm, DMSO-dg) : 1.10(3H,t), 2.45(2 
H,dd), 7.11(lH,s), 7.24(lH,d), 7.85(lH,d), 7.88(lH,d), 8.17(lH,d), 9.18( 
lH,s), 11.07(lH,s), 11.63(lH,s). 
[0 111] 

agjtM3 2:4-[(6-?qp-2, 4 (1H, 3H) -jpty;>^t>- 
^;i/^n— y>b^— (^3 2) ©ittJ% : 

300mg(0. 74ra 1) ©3 - i/itj Jl^—JVT $ J - 4 -t - 

Zfh^isjJJVtf—fr^yHyXJVTfryy ^ Kil3 1 Omg (0. 8 1 mmol) © 5 - 

^ no -2-N - -7*. J jvtf— ;i/T y b?— ;im'<>P)\s^*9-frfrb%l 
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: UkA : >200TC , PMR (5ppm, DMSO-dg) : 7.13-7.20(2H 

7.56(1H,s), 7.72(lH,d), 7.82(lH,s), 7.90(lH,d), 11.68(lH,s). 
[0 112] 

jgjtM3 3:4-[(7-gnp-2, 4 (1H, 3H) -=fr:M/U 

3->f;i/) x;i/^x— -2-n g >x;i/>fc— — (it&mz 

3) g>-£fifc : 

2 0 0ng(0. 4 4mmol) (Dit^m 1 7 ^ ZMMffl 3 £ LT 8 1 mg© 4 

- [ (7-*nn-2, 4 (1H, 3H) -*±)/V 3 -4 to) Xfr 

, 3ft&ffi^T|l^©Bfty^;MI:jK/&£fT&V^ 5 3 mg (Jfclp 2 5 % : 211) 
(DUmit&®*mr~ 0 tttf : Mfej^JI, jHL&r^OOTC (#8?) , PMR (8ppm, 

DMSO-dg) : 3.24 (3H,s), 7.11(lH,s), 7.25(lH,d), 7.85-7.91 (2H,m) , 8.23(1H 
,d), 8.39(lH,s), 11.05(lH,br), 11.70(lH,s). 

[0 113] 

gam 3 4 : 3- (3 -y^ j ^>if>x;i/4>_^/) - 7 -^na- 2, 4 (1 

H, 3H) 3r-r*JV>V*2s*#Z/X)Vftymm. (ft:-£%93 4) (D^tfL : 

2. 15g (6. 1 Ommol) (Dit&mi 2 £ 6 5 ml©T H F ICfgfl? U 0. 4 

is&tkmzmmLT. 2. 59? (4x^95%) (Dmrn^m^mr^. 

67^1/7 7^, PMR (5ppm, DMSO-dg) : 2.35(3H,s), 6.98(lH,d), 7.12(1 
H,m), 7.25(lH,m), 7.34(2H,s), 7.43(lH,m), 7.86(lH,s), 11.64(lH,s). 
[0114] 

h'MK3fV--£H:, ffimhCDlsm (J. Biol. Chem., 1990, 265_, 22348) IC 

tIbtiIM5:0. lM|>n-Siii?i!i(pH=7. 5), 1 
Mmt^hV^^ J3J:tfO. 0 1 %T r i t o nX- 1 0 0 t'lS^iltf 
flLT^Mi: b, Suc-Ala-Ala-Pro-Phe —MCA (s<zf 
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^KOT) ©10mM^f^Wi/K (JUiTDM S O 

B£lCO. lMh'U-m lMMth'J-JA, 0. 0 1 %T r i t o nX- 

i o ot?2 om^mvxmMmmtvt^o 

[0 115] 

5 ft 1 0t^©DMSOM{C3 0ttMLfeiiM7 5^1 

ilMtlC3 0ttMlfciIM2 0 ft 1 £^HrU 3 0 TM >^ra/< 
-$/a><MTofc„ 3 0 %gfM 5 0 ^ 1 ZlMZ-T&mfcfcZWjtV. 

l£©ffi£S!filCli£mU Se>lc|®Mi. 5 0 %MMWkB£ ( I C 50 ) £irmLfco 

ft^i$fcfl:-S«cov^, ^© 1 c 50 M*m 1 fc^-r D 

[0116] 
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m 






t 1/2 (#) 


i 


0. 36 


78 


2 


0. 14 


175 


8 


0. 035 


29 


10 


0. 17 


167 


12 


0. 44 


249 


13 


0.3 


97 


16 


0. 84 


>240 


17 


0. 14 


260 


18 


0. 14 


103 


21 


0. 34 




99 


U. 6 


1 A A 

104 


24 


0. 32 


79 


27 


4.0 


263 


29 


1.7 


>240 


32 


1.5 


74 
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[0 117] 

mmffl2 : n h fornix* (D&fe&nm 

t hShm* 5 OmMU >m?- bV V 2*1&ffiWL (pH=7. 2) V2felZ%i%{V 
X&tkMlkmmtls. iM^S l mMMODM S O^fc Ifc. 

2 ft l©tM^DMSO^C3 7 < CT*^?SL^_hia2^#^jfilSI|gl 9 8 
ft 1 ZtQX-TMWL. 3 71CT'-T >^r^.^-i/3 > Lfe 0 0, 5, 15#^lC& 
• Ai^IiCTt h U;i/8 0 0 *i 1 &?gALTl&g&U M^f^ 
(1 2 0 0 0 rpm, 1 #fI3) tC<t *J #fe±f ^IMt 2 f M b t H PLC 
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m<Dm$Lmzmw-isTttmis. tkm^^mm (t 1/2 ) &&f%m<Dmi&m&*)i%m 
mm&m*n^xn&i,fr B ^mm^it^m(Djkm^^mm (t 1/2 > zmnzj* 
•to 

[0 118] 

#Jt 1 00-1 3 0g©8 Mip^XGolden Syrian AX # — (KBT Orient 
ai Co.) cK&n l/^-r-n-^/i/A (BMJK5. l %, n^fn-^o. 0 7 5%?: 

^■tf^^^^S® (KBT Oriental Co.) ICO. 5%©3 l/7fn-^t 1 0 %<D 
nn±y%i (KBT Oriental Co.) fcgsfln) 5:1 2 Silig^S r hlCj: *J*mM<D 

[0119] 

i/x^o-;i/^^$&i 2ifi«)ic^^jfiii4J<z)*t=r i/^^n->n/, -1£^SUjJ< 
(LDL) nl/^fn-;K fciOTOg^U 3K#>r?? (HDL) n 

dpv-^rstt^ An g i zmmthrmfeL. ^^^9^y\z^^xm.m^ 

tz. (M.Akasu, et al., Hypertension 32, 514-20, 1998, M.Ihara, et al.,Hype 
r tens ion 33, 1399-405, 1999)„ 
[0 12 0] 

) (aortic cusp)^^c$:-g-tf^$ 3 - 5mii(Z)ir^^ > h $:^V>. Tissue-Tek O.C 
.T. Compound (Miles Inc.)-? 6 n m©^-^# £fE$gb£o f^lfc^ttlO 
%^7'J>t«l 0#B§@5£U ^^KT^^Lfc^, Oil red 0^ (Muto P 
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lire Chemicals) £jgi^T 6 01Ct5^^bfc„ 
[0 12 1] 

>t2^TOMl, l/4mmh i CO s T-Sfc^Lfem. Bl^tfc^^MS: 

(Oil red OT:*l>>i?&lzm&Ztlfcffi.m <Z>®a&NIH I«age V^h^xT 
ver. 1. 6 1 $rfflVNTM^-rS3i:lCJ: »J J^Mftfcffo fc„ 
[0 12 2] 

^»?>tife„ (n = 6> T-w:*fms¥ (n = 6) iz&^ zKmm^m^ ( 

izWbm&m (aortic cusp)^-e©)||gtfc^®«^bV^itAD^«fg$4^fc ( 
HI) o 

. 16 + 0. 36vs. 12. 59±1. Olinmol/L, 1. 15 + 0. 26v 
s. 5. 4 8 + 0. 6 7mmol/L&tfl. 86±0. 08vs. 3. 62 + 0. 
1 Ommol/L, £-n=6, p<0. 0 1) „ 
[0 12 3] 

$ ^iz^.^)vx-it. Mmwt£stmisT±Mm<D*^-i£m?s&tfmMiz±%- 

L/fc (-€-tl-?tl, 19. 2±2. 6vs. 9. 3±1. 2nmol/min /gwet tis 
sue , n = 6 , p<0. 01) „ 

±m<DUn l/^fD-^itfLDLni/^fn-M/^i:, 

^•^d -juzmmz tifemmzi &2>mm.tk,mizmi3-~?2> ^.t^^tit=. 0 

[0 12 4] 

4 5 ffi!E#2 0 0 0-3 1 1 0 7 7 1 



11-311257 

mthfr (n = 6) „ ttc, i zmmmmm-mmm^^K.r^m^Mmmt.vrc. ( 
n = 6) . ■m^iy^u-jvikmtmmoikmjkx^m^mi 8vm*>nr=.fc&m 

(it^mi 8) &10 Omg/kg/day ©jBiT^IlH 1 2MP^bti 

«*Mfc-&4&«^# (n=6) £bfc 0 
[0 12 5] 

m#m& (*mm&m (aortic cusp)^&-^tr:R;* 3 - 5 mm© h£ 
MV^ Tissue-Tek O.C.T. Compound (Miles Inc.)!? 6 n m(DWfafyft*:WF$&\st=. 

0 ^Lfc»10%^7'J>T'10^«U *IM7fc^Sfci£Lfc^ Oi 

1 red 0$%m (Muto Pure Chemicals) £M^T 6 0 TCl? 5 Lfc„ 
[0 12 6] 

6 0%-fy^n;v-;i/^J:iFlMT«u s bjcvrh* $/U 

(Oil red OT^ l/>^-felC^<fe£;ft£:^) CD®«£NIH Image V7h^x7 
ver. 1. 6 1 *m^TWfe~?Z>Z.}llZ£ »J)E*ft Sff o fc. 
[0 12 7] 

Inwn-^«i 2«ra«©*»j|R#Ill^ (*«Mfe£fiHS) (aortic c 

[0 12 8] 

(aortic cus P )mmT*<Dmmt)L,m-ffimtfm v<mML. it&m 1 8 & 
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[0 12 9] 

mmm 1 ; mavmrn. 

10 0. 0g ©Ml$:M^t^D-X2 2. 5g jSZTf^rT V 
^^fA2. 5g i:?g^-L, ^Wfl-^lCTrr^LT, 1 $1* 2 0 0 »g©tf; 
-£4^1 fc-g-^-TS, St@9mm, M*2 5 Omg©^^$:ig5tL^o 
[0 13 0] 

3 Og (Dfc&mi £?Ug2 6 5g fei^ryy^ivni/^ASg fcj;< 
M^^BEiSS^bfc^ ^i&U f^JLT 2 0 — 5 0 ;* y 

©&*?fcl 0%^M$:#fcc 
[0131] 

ik&Wi *mmi 2. 5m g /ini ic&£ £e> ic#n tfc^-eziti 

fclSJKffi&I/B^MlC 2mli s o?iAL, #£PLT, l^cfi2 5 mg©ft;-£% 1 

[0 13 2] 

[US^SfrJH] 

mil 

mm.&m&*mm(D*^-vmmMv>isLi3. (hc+^«i 8) iz^vfervt- 
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